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Introduction: The immune-stimuli combined to local hyperthermia could extend the local
action of the treatment to systemic acting on distant micro and macro-metastases with
abscopal effect. Our objective is to study the effect from local to systemic made by local,
cellularly selective hyperthermia, showing the clinical evidences of the abscopal effect.

Method: Impedance controlled modulated RF radiation (mEHT, trade name: oncothermia) was
used complimentary to conventional tumor-therapies. The capacitive coupled energy transfer
is amplitude modulated by the homeostatic time-fractal pattern. The selected
transmembrane proteins are excited developing immunogenic cell-death. The nano-selection
is based on the certain biophysical differences of the malignant and healthy cells, like
deviations of metabolic-processes, broken intercellular connections and rearranged
pathologic pattern of malignant tissue. There were various clinical evidences proving the
abscopal effect and in consequence improving the local response and the survival time
combined with better quality of life.

Results: The immune action had been shown in preclinical studies showing the production of
damage associated molecular pattern and showing the synergy with dendritic cell therapy,
which works like vaccination, rejecting the re-challenging of the same tumor. Our talk shows
the clinical evidences of the mEHT immune action. Extended number of clinical reports will
be shown with check-point inhibitors for various advanced, relapsed and/or metastatic
malignancies, including hepatocellular, non-small-cell lung, small-cell lung, pancreas, gastric,
renal and cholangio cancer cases. The clinical cases with complimentary viral immune-
stimulation to mEHT for glioblastoma, metastatic prostate, and breast as well as stage IV
Wilms tumor with traditional immune stimuli will be presented. Independent talk will show
the abscopal effect in a large number clinical study too (1).

Conclusion: Preclinical and clinical studies show evidences of the feasibility of mEHT for
systemic cancer-specific immune reaction, when the local hyperthermia treatment extends
its action to systemic, eliminating the distant metastases.
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Challenge in hyperthermia — what to treat?
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Induced immune reaction

The usual immune action is off-situ:
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Challenge of tumor-specific immune support (abscopal)
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Comparison of the
Intracellular level of HSP70 expression

induced HSP70

Extracellular level of HSP70 expression

All kinds of hyperthermia could induce intracellular HSP70 expression.

HepG2 Yang K-L, Huang C-C. Chi M-S, Chiang H-C, Wang Y-S, Andocs G, et al.
(2016) In vitro comparison of conventional hyperthermia and modulated
6hrs 24hrs 48hrs electro-hyperthermia, Oncotarget, oi: 10.18632/oncotarget. 11444
A
KW " e
15- 37°C o
B3 42°C
E3 mEHT42°C
O
~ 104 D RF8 42°C
(3]
. )
g
C
14

Yang K-L, et.al. (2016), Oncotarget. oi: 10.18632/oncotarget. 11444

Membrane localization of HSP70 (14h)
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Oncothermia triggered a significantly
secretion of HSP70 from cancer cells.
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Abscopal effect supported by Marsdenia Tenacissima (MTE)
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Challenge of metastases of stage IV Triple-Negative Breast Cancer

fyikesici MS, Slocum AK, Slocum A, Berkarda FB, Kalamian M, Sey\\fried TN; (2017) Efficacy of Metabolically Supported Chemotherapy Combined with
Ketogenic Diet, Hyperthermia, and Hyperbaric Oxygen Therapy for Stage IV Triple-Negative Breast Cancer; Cureus 9(7): e1445. DOI110.7759/cureus.1445
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Whole body (18F)-FDG-PET-CT scan showing a 77 mm x 55 mm primary tumor in the left breast (arrow 1), multiple widespread
liver masses (arrow 2), and an upper left nodular abdominal lesion (arrow 3). The metastases are so widespread, the use of arrows
is nearly insufficient. Abbreviations: CT, computed tomography; FDG, fluorodeoxyglucose; PET, positron emission tomography.
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Glioblastoma multiform— comparison of three survival results (N=204)
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